a b s t r a c t High-throughput (HT) methodologies have had a tremendous impact on structural biology of soluble pro-24 teins. High-resolution structure determination relies on the ability of the macromolecule to form ordered 25 crystals that diffract X-rays. While crystallization remains somewhat empirical, for a given protein, suc-26 cess is proportional to the number of conditions screened and to the number of variants trialed. niques have greatly increased the number of targets that can be trialed and the rate at which these can be 28 produced. In terms of number of structures solved, membrane proteins appear to be lagging many years 29 behind their soluble counterparts. Likewise, HT methodologies for production and characterization of 30 these hydrophobic macromolecules are only now emerging. Presented here is an HT platform designed 31 exclusively for membrane proteins that has processed over 5000 targets. Jong, 1990 ) is very useful as it is rapid, economical, and efficient, 189 it requires no restriction digestion of the PCR-amplified product, 190 and also can be designed to include no additional amino acids in The authors show that many assays can be conducted in a multi-241 well plate assay, and hence a high throughput may be achieved.
242
The authors also settled on Fos-choline 12 (FC-12) as their stan-243 dard extraction detergent, due to its good solubilization properties. removal of the agent in a DDM-only containing mobile phase. Representative results from mid-scale expression and purification tests Commassie-stained SDS-PAGE gel of 24 purified membrane proteins form the medium-scale pipeline. About 2.5% of the total volume eluted from the metal-affinity chromatography step was loaded in each lane. Two contaminant bands are marked. Interestingly, these contaminants differ from those present in the small-scale expression screens. This difference could be due to different growth conditions of the bacteria. 
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